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(54) NEW PTHRP-RELATED PEPTIDE AND USE THEREOF 

(57)Abstract: 

PURPOSE: To obtain a new PTHrP-related peptide useful as an antagonist for PTH, etc., 
and a metabolic regulator for calcium. 

CONSTITUTION: A new polypeptide [desamino-Leu8, Asn10, Leu1 1, D-Phe(F)12]hPTHrP(8- 
34)NH2 having activity for antagonizing physiological action of a polypeptide having PTH or 
PTHrP or PTH activity or PTHrP activity but not PTHrP activity or its pharmaceutically 
permissible salt. An antagonist for PTH, a metabolic regulator for calcium and a therapeutic 
agent for hypercalcemia, osteoporosis, hyperparathyroidism, chronic renal failure following 
hyperPTHemia or osseous lesion following hyperPTHrPemia comprise it as an active 
ingredient. 



(51)lnt.CI. 



LEGAL STATUS 

[Date of request for examination] 

[Date of sending the examiners decision of 
rejection] 

[Kind of final disposal of application other 
than the examiners decision of rejection or 
application converted registration] 
[Date of final disposal for application] 
[Patent number] 
[Date of registration] 

[Number of appeal against examiners decision 
of rejection] 

[Date of requesting appeal against examiners 
decision of rejection] 
[Date of extinction of right] 



Copyright (C); 1998,2000 Japan Patent Office 



(19) B#H*f*;r (JP) 02) & fffl # It & (A) 



#^¥7-316195 

(43)&HB ¥lS 7^(1995)12;! 5 B 



(51) Into.* 
C0 7K 14/47 
A6 1K 38/00 



■ME* 

ACV 
ADF 



8318 -4H 



f i &m&5*mm 



A 6 IK 37/ 02 ACV 
ADF 

*2R:£ *eS* Sf^CDSc 9 FD i± 9 H) *KHfc«< 



(21)fliH#^ 


«WF6- 133984 


(71)fflSBA 


000004086 








B*fta&t*3££%t 


(22)fcbBIB 


3pdt6^(1994)5^25B 




*]K15=fttffiKS±Jt. 1 TB 1 1* 2 « 






(72)56W# 










»W*»fSJ*4fc403-22 






(72)5893# 


lUD g 








3KS3KK«B:S£Bn 1 - 1 1 -301 






(72)389i# 










^SgKWfc&tff^ J* 3 -27- 5 
















SOKiiytKiEjK 3 -33- 5 








*S* AM 



















(54) [58W©*»] «r«ftPTHrP|IGK^H2aW©^» 



(57) [S**J] 

H«ffi5titS, i!5PTHJfilffi»C#5'tB14 , »^^S.U : iRP 

th r vfo.m^&5ftm&&<o***/t>j±ixmmii;*vt- 

PlP!flS©fe|St^m<Dfc5»f«'iPTH r Pffl-S-t:^ 

IAS/*] PTH r PStt£MT$i\ PTHXttPTHi 
PXttPTHfc-SVMiPTH r PSS*^-*-* J*y 

KT 5 Kldesamino-Leu » ,Asn 10 .Leu " ,D-Phe(F) 
12 ]hPTHrP(8-34)NH2 Xtt-t<D|iJi#tf>IClf5§:£;h-5 

rixSr^aifiS^trSPTH^roJtailSI. * 

I'i¥«J!S«|g/LjtS, iSPTHikSlc^51gtt l B^F±X 

liiu p t h r p jfcsic^ ? itm®.<r>te&m. 
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[»*:® 1 ] &Mrt V KT $ K [desamino-Leii 8 . 

Asn 10 ,Leu 11 4>-Phe(F) 12 ]hPTHrP(S-34)NH2 XfttOMM 

[»*3I2] »*aiEtO#5^K7 5 KXtt* 
©Wl^ttlwIW $ *i3tt«r4T»dE£ £ 1" 5 P T HXtt 

p t H«sttS:^i-6 * y K*>»»«L 

[ffl**3] 19*35 iBtO#yWKTS KXtt* 

MtBCfMEJII. 
[!ff*«7] »**l|S«^y^^KT$ KXtt* 
©SBS^Wfclf* £ *t Slfc ttSBPTHjfil 

[fH*^8] IR*3® 1 HM<ntf V KT 5 KXtt* 

m*m 9 ] *-j»**>w*« i sa«£># y kt s 

n s b ft * b3&&a^«> 
[*w 1 

[00 0 1] 

fifties. o»j ¥ &mmi&fcmm^ ltm^ l > 

BJKA t LT*fflft«f«ft P T H r P H3^^ KJK* 
10 0 0 2] 

IwM? ftlfta^/l"* ^(Parathyroid HormoncJTH) . 

f tf* ^vn^as*>52S % *5fiprai:8MaLfc: 

arathyroid Hormone-related Protein, PTHrP);& 5 3£^L£ 
*U -to«a6t>Wfe*»i:ftofc [*'<(Suva)fe, IM^ 
^(Science) Sl237^ 893(1987)]o t bPTHrP (hP 
THrP)Hl4lffl<OT?yKJ:>?«2»#y^^KT, * 
OPTH £»HUfc£4MStt* «Pt>Jh**A't' 

ffiScO&T, «*cAMP*>«UllK WJSrC^fcT^S^DO 1 
fll*BMW«o«ttflsftiftr«i-fir k»*itt*l#**L 
*l[*yr>?-fe, IM^V;* (Science) 35238^. 198 
8; ^vy(Kemp)e>, V* (Science) ^238 1 



988] c 

[0 0 0 3] PTH<OT^y5K»2ltf*^*->^*Wfc 
?:<77^VF [PTH(3-34),PTH<7-34)^OK^#] 
ttPTHOfffflS:fl3lHi-5ra:^*obJxTi^^ % PTHrP 

THrP(3-34)) tt PTH<OfP^^«J^J-T 5 :i*«§Jfiir 
l^S [7^~(Rabbani) fe. 7^ y A-IHtK^&JHE* 
1988] o 

[0 0 0 4] 5l£. jha^^^^s/^AftWBUBffli t 
Ttt, */u^h = ^Ha^^K«rriC«>*^ftSII?PW 5 

»;hiXTV>5. wixW\ PTH fc*lM*PTHrP OVir:/* 
— Sr^$ftw^^"Cwixb^aiflll^ffi LTV>*»-Cfc 

[0 0 0 5] 

jfa**> #ffiftS, MVttftMJBIC* iSPTH JfcL3£K# 
r>^ftW*«*#5*tt*»&a^****ftPTHrPBB5I 
[0 0 0 6] 

Ott*. t bPIUrPiStttrVSftV^ fchPTHfc*^ 

U tmaott fPTHifc£VMifc hPTHiPSttSrft 
t^6l^tr*+ft*lllft#9^^KT5 K*:*JSW 

I*. (1) fr**9^*-KT5 K [desamino-Leu 8 
n 10 ,Leu 11 J>-Phe(F) 12 ]hPTHrP(8-34)NH2Xtt*tOai3l^ 

tticfiF*3*LSifc. (2) _bia (i) E«o*y^<^ 

t5PTHXIiPTH«^Srft5^!)^f K©« 
ftX. (3) .Lffi (1) BftO*»^*-KT5 KXtt 

^ (Dmm^mzn® $ 5 s *: * t i" * * * 

^ftS»Pia5S«J, (4) JOE (l) B«0*!I^^KT 

**/ui/9Ajliffi«WBB, (5) JblE (l) K®03Ky 

jadk^5*ttftltlftWM, (6) ±IS (1) EffiO^ 

»«»i+aH¥*tt«t6^ta[ffit&*». (7) ±E 
( 1 ) f£«<D# y ^-ff* KT ^ KXtt-t OjSa^WJCfF 

*±mmm+ (s) ±e (1) E«o^y ^^kt^ 

PTHr PJtffilcfls 5 (9) ^Sbfi^± 
E (1) EttOsK y KT 5 KXtt*Olia*tt«E 

rp^ $ ti&*LATmm& * *t*afw* e> ft s bx 

SAM. I^Mi-^o 
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[000 7] V <<Zf3- KT S KXtt-t 

^ttlCf*S£*xS:gii> PTHrPgi4?rtSf, PT 
HXttPTHr PXIiPTHfciV^PTHr PSttfc 

•T^c SoTi«tOPTHXIiPTHrP^Sg 

10 0 0 8] 3»S^ttlwl¥SSix5*i LTtt, 

[0 0 0 9] _blB (2) ttl*5l>T, PTH««tt£*p*- 
SaKy^^-KiirLTrt:, PTHr P-^PTHfc5V^ 

[o o i o] ±i2 (6) ^*5^-c, ww#mmjcm& 
[ooi i] <#y ft s K*fc 

wiW*5. *»WO<ffc-fi*W: % Applied Bi 

osystemsttS^:^ K S tt^dftl model 4 3 0 A Srffi 

J: rj KT 5 FfcjgSH"* p->f;i^yXk K9 

*r*rr*T^ yKicov^Ttt. itHF (:7y<ffc**) 

^/wj£lcJ:9.C«iHWi9l||(fti»ALTm\ FM 
<OH^£f7otfL 0 N^tDdesamino-Leu«:, n>T 

10 0 12] ^5 LT V [desamino-Leu 8 Asn 10 ,Leu 11 ,D 
-Phe(F) " ]hPTHrP(8-34)NH2 y 
F»JBl.0g**»feJxfc. »bJxfc«»sKy FttW 

9»fflU fi£A4b444mg Sr»fco ttfcjKfcfiaKy'*:/ 
?*FT5 Ftiu 50%BK^«»L, YMC-Pack D-ODS-S* 
(2.0 X25cm) «rflll\ 0.01N HCl/TIr h- h ]) JV 

m *&mmm k-rz>\Kmm&*)&&\z ± ^mmnpicxn 

Stt 8 *ttl*y^*-KT§ KOJRStt533mgTfco 
fc. ««*y^*-KT§ Kli, SMWIiBffiHPLC* T ^ 



LfCo St±J*7^tlt, YMC-PackR-ODS-5;&9-k<0.4 
6 X25cm) Sr«V\ 0.01N HC1 tCH 3CN 0>2K«»M:«:3O& 
M T80:20 60:40 — SE^t § * 5 lw*3 V > T2 

- ^ S?^Wffi(Beckinant±K,Mode]7300){C <t57;/fi 

ymm^mt±m^m\zx<-&Lti 0 fab»*# 

#ffll(JMX-SX 102 mass spectrometer, JEOL^SC) IZX 

a &*&mm t tuna tc-a l * c 

[0013] £X±<DZ tXr>. 

[0014] EE^o D oi: \*T&mZfrZm&<DBimtRXf 

mmmt vxnmmit<Dm\ztt&ftmit&voizm i &m& 

a**, jfiWte J: 9 WittfSJSJB. 5SJB 

m. mmit&k w&tmkm&i,xmtxMki,x&m 
[0015] mm\z^x. ttmi£ : etm*>is*t±mM 

]&m\zl:Vmz_2>zk&-zimx&>V, — «lrtt*3B«-fk 
£•^£0.001 —10%(Sfi) ^ »* L< tt0.01-l%(S 

9Aftd^ ^A-A-0^^Oi-ioom g m 

[0016] 

[f^ffi] wt, *&m<oftmiz<>\,^xMi*mzisLmi- 

1 . tT h n PTHiPfSSt^ 

( ^lfc*f &) flSttOilHEttft«6,«>irife[BJBJLC. ^15 
l036-1042(1989)]{C2|ICr^->^ o !P*fc x 

i.oxio 5 fflaa/^:-fo»#. 3 era37t:, 5%cq-o 

X'2 m&c& L N 0.5ml O(D-MEMH-0.1% BSA+0.5mM IBMX 
+ ImM HEPES)if ifc(pH7.4) Sr^O^T J6(C20^ra«F* L 
5t« *5gW^ife«:*»i8fi^io^ -io- 9 M 5 
iCjratilL. lO^g/^-fo^Ox^o 37*00*^-?, 
— h^rlO^r^^^^l®. PTHrP(l -34)02.5 Xio 9 M S: 
10//l/7t-foAD^ % MKlO^fn^^^^-hLrt:* 1 
^HCl $:100 iil/^-foADiR^Srff «>fc« % #*fijflg 
& — y IC^ LS^T 1500g T205>raaS'L> L 
*±»O300 ii l U X'&«;tt(cJ:9»nL 

tz^. 250 ^ 1 OAssay bufferlC^^A? L TcAMPiSS $T 
ElAkit.(AmershamJapan)^r^V>TSll^L^o 2.5 X10 
9 M OPTHrP(l-34) |C X V S4SiX-5cAMP*d^^«llt 
Wi !?M^$^5cAMPfi^^L5lV>}tcAMP«^100%i: L 
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T. **W<t-fr«JwJ:5cAMPS4*O50%ia*Sp(I 
Qo )&#*b*io ft*3, it«*tfiB^t ITU, 
PTHrP(l-34) (^SSifeSt LT*QbixTVN5PTHrP(7-3 
Si 

antagonist 
PTHrP(7-34)NH 



IC 



4)NH Sr/Bl^o 
[0017] (ttJK) 
[Si] 



1.7 



5o(XiO-« M) 



[desamino-Leu 8 ,Asn 10 f Leu » ,D-Phe(F) 12 )hPTHrP(8-34)NH2 0.21 



[00 18] Si J: 5 tC % [desamino-Lcu 8 »As 

n J0 .Leu 11 J>-Phe(F) 12 ]hPTHrP(8-34)NH2 ttPTHrP(7-34)N 
H> tf>#Jl/8 OjR®T50% BR**** Lfco 

[0 0 19] 2. K*^>*AjllLffiR*liaS»a^--K 

C-l( t hWMsPiA*) S:*5J3 X3X3mm l£»«0U * 
OMSK* &BALB/c;*- K^*^(7a».3E/») ©W«l 

fc*A-CIMBMitrfTv\ «HE*A^*.MI [*«*A- 

v-*-kflg(mg/dI) +4 ^ffi^(g/dl)3 * 5 #)14 

mg/di ^c*o/cl•^^^^ll^^^l^^l e 



T/Jfctfc#fiB&J<D500/i g/day ir^Jv^ix-^ £ ^ icig B 5 
BIB, ffi^P^S^L^o 8 

0(2—3 0£fc)4>£y^-C$£lkL, Jta^^/i-^^^SS^ 

[0020] («MK) 
Ell if^^i/^ASg^fflt 

IS2] 



S2 S^SJ^ 

£#H**IB«T/CC%>> 

mti±w.&ftttmm 100 

PTHrP(7-34)NH 144 
[desamino-Leu 8 ,Asn«> ,Leu 11 J>Phc(F) 12 ]hPTHrP(8-34)NH2 



177 



[0021] Eli iZTjk^tx 5 **W*fc*4feW:*WH 

ttit«*fflH«OPTHTP(7-34)NH «t 9 *>3$2>o*: 0 ^it. 

s 2 j-^-r j: 5 \z % *36w-fk*»fttLc-i»*i«*^^i> 

fco *0»*ttJt«»BB*OPTHrP(7-34)NH £ 9 t>3£d> 
[0 0 2 2] 



1. *«9Hb6*ft>»&& 

[desamino-Lcu 8 ,Asn"> .Leu 11 ,D-Phe(F) 12 JhPTHrP(8-34) 
NH (O&tiLtt* ApphedBiosystemsttK-^:^ KBMrfr 
Otm model 430A fc«V\ @|8^{C J: ->TtTo^ 0 

[S3] 



S3 

[desamino-Leu 8 ,Asn 10 .Leu 11 JD-Phe(F) 12 ]hPTHrP(8-34)NH2 (D&tiKDtiVXD B o 



(l)BocTSy!??£ (2)ttiA (3)50%TFA/CH 2Ch«rffll>*: 

ttai^^/WlWa* N 2#**«rF"OlO- Na-BocX£>J3£i£18(20 

2o#m»R -25 am 

2mmol Boc T ^ / & (4)CH 2CI2 I-* *ife#(30) 

2mmol DCC(0.5MDCC/CH Ch ) (5)1 0% DIEA/DMF J: 5 * ft 
(20) 

2mmo! HOBt(0.5MHOBt/DMF) (6)DMFl £ J: 5 81=^(60) 

(7) m^Rfc 
DMF-CH2CI2 * t-30 6o&mm.n 

-35 #fi8«# (8)DMF(60),CH 2 Ch (30) 



16 19 5 



DCC; N, N — yy^ n^*^Aofr/Ustf^-Y £ K 
HOBt;l-t Kb*S/^/H/7/-/u 
DMF; fvWiJvU^T 5 K 
TFA; M;7;^oR8 
DIEA;>^ V :/n tVlcc^vur ^ > 
[0 0 2 3] l-2BfBSfl4MI 

[oo 24] i-3 ««r 
««»XM:v^nt>*ttfticH f -efta-t-s r t lz X 9 

V&^&-ej1fetj:h<D : £:m^1Z. 0 [desamino-Leu 8 ^sn ,0 a-cu 
11 ,D-Phe(F) 12 ]hPTHrP(8-34)NH2 0^{C^V>^SlT 

[3*4] «4«I7;;K 
Boc-Ala-OH Boc-Arg(Tos)-OH Boc-Asn-OH 
Boc-Asp(OcHex)-OH Boc-Gln-OH Boc-Glu(OBzl)-OH 
Boc-His(Bom)-OH Boc-IIe-OH Boc-Leu-OH • H 2O 
Boc-lys(Cl-Z)-OH Boc-Phe-OH Boc-D-Phe(4-F)-OH 
Boc-Ser(Bzl)-OH Boc-Thr(Bzl)-OH 
Tos; h £"^2 
cHex; >^ n^df 
Bzl; ^^^S 
Bom; 

Cl-Z; p - ^ d D^>^t#v'*;^^;l/S 

[00 2 5] 1-4 BU&tm 
^fiK-eii. IttBoc 4b#J t LTO.02% 1,2-^ ^ ^i^— 
^^50% TFAJC^mm^m L7t 0 TFA I^Sj&Bo 
cffct& % -ix$r*fPi-^^ie>iCi07cDlEA/DMF^SE^:ffiV> 
fco ^fcaS-S^JSte. 1-fc Kn^ix^c^^/ h ]) 
^*TJl'\Z£Z>m&3LXTsl'&: > ^1tt± s DIEA/DMF£i£ 
mt LTIV\ HOBt??$ET> BOPf*35£ ( 1 —<>7 Y ]) 
r>/y/U-N-t Ko^i/Mj^^f-/U7^^^ 

[0 0 2 6] l-Stt-g-SSKft 

^ 5 [desamino-Leu 8 ,Asn 10 ,Leu 11 £>-F 
fc«»T$ y^7 $y»E*iJ«C*o7 



(2)0.2mMKCN/t*y (3) 
0.28M h~V S-/ummi:*tl^tl0Mn 

I.0.2mJ*5«tU J 0.1ml*Dx., 100 1CT7 »M*DJRLfc. 

Boc-T^ /K^^ALto tfe^L^li, 

[0 02 7] 1-6 [desamino-Leu 8 ,Asn 10 ,Leu 11 ,D-Phe 
(F) 12 JhPTHrP(8-34)NH2 <D^f£ 

&&&mX-hZ> p - >f;^>Xt K y ^ ^(MBHA) 
&fllHCI l£(NH -&*:0.62 mmol/g, 0.5mmol, 806mg) £r 
S^^§IC^a^.CHCh ^"C — ffiS&ffl U ft^-CMBHA*»J!i* 
K^£iX5^&:&£lO%DlEAT^*0L*:& % C5fc*8TS 
J Kt^^-r^Boc-AJa-OHSr^gJiOT S y SKStLT 
4fi&£ (2mmol)^V>TJffi^^:^fTl\ tWB»RT*>5 
Boc-Ala-MBHA«J5i£f§fCo «cV^. ^3K^ Lfc^n ^ 
7A|CftoT x Stt^*(CioV>T. Boc-7^K2mmo 
K DCC2mmoK HOBt 2mmollC X V % fg&^X^r/U&ffl 

T\ 50%TFA iZX SJABoc ^kS«?*5 J:t/10% DIEAlC £ * 

't'fnixJSfcfTVV 5felcS^S LfcBoc-T * / Kc^^^^^ 

liDIEA^aET, BOPf*|£, HOBt(Boc- 7^/K 2mmoU 
BOPS*^2mmoL HOBt2mmoK DIEA 4mmol) £rffll^T?5 
flt»-frKJKtrfTV\ RJS&SSBS-Srfco 
[0 0 2 8J wOaw^SrttOigL^fPwt^J:?)^^ 

Kfffrff ft [desamino-Leu 8 ,Asn 10 ,Leu 11 J)-Pbe(F) 
12 ]hPTHrP(8-34)NH2 fc«*-*-*«BI*y-<^ K«« 
N^^Odesamino-Leutt, o><^^ 

Kp**/^ h y7/^x77/^$i^T3JA 
[3E5] 

e(F) ,2 ]hPTHrP(8-34)NH2^iC^V>^>^t 



©Pg BocT^yg? mg(mmol) ^rt?lE3|SS: I 

I 

1 Boc-Ala-OH 189 378(2) 2 

2 Boc-Thr<Bzl)-OH 309 618(2) 2 

3 Boc-His(Bom)-OH 375 750(2) 2 

4 Boc-Ile-OH 240 480(2) 1 

5 Boc-Glu(OBzI)-OH 337 674(2) 2 

6 Boc-Ala-OH 189 378 (2) 3 



(6) 



4*BB¥7-3 16 19 5 



7 Boc-Ile-OH 240 480 (2) 1 



8 


Boc-Leu-OH 


249 


498 (2) 


2 


9 


Boc-His(Bom)-OH 


375 


750 (2) 


3 


10 


Boc-His(Bom)-OH 


375 


750 (2) 


3 


11 


Boc-Leu-OH 


249 


498 (2) 


2 


12 


Boc-Phe-OH 


265 


530 (2) 


4 


13 


Boc-Phe-OH 


265 


530 (2) 


3 


14 


Boc-Arg(Tos)-OH 


429 


858 (2) 


4 


15 


Boc-Arg(Tos)-OH 


429 


858 (2) 


3 


16 


Boc-Arg(Tos)-OH 


429 


858 (2) 


3 


17 


Boc-Leu-OH 


249 


498 (2) 


2 


18 


Boc-Asp(OcHex)-OH 315 630 (2) 


2 


19 


Boc-Glu-OH 


246 


492(2) 


3 


20 


Boc-lle-OH 


240 


480 (2) 


3 


21 


Boc-Ser(Bzl)-OH 


295 


590 (2) 


3 


22 


Boc-Lys(Cl-Z)-OH 


415 


830 (2) 


3 


23 


Boc-D-Phe(4-F)-OH 283 


566 (2) 


2 


24 


Boc-Leu-OH 


249 


498 (2) 


2 


25 


Boc-Asn-OH 


232 


464 (2) 


3 


26 


Boc-His(Bom)-OH 


375 


750 (2) 


1 


27 


des-NH 2 -Leu-OH 


116 232(2) 



[0 0 2 9] 1-7 mm*b<0^y? Kfc>«J»f i:«Bl© 

[desamino-Leu 8 ,Asn 10 ,Leu 11 .D-Phe(F) 12 ]hPTHrP(8-34) 
NH |C«a-t-5«»sKy^<^K«JBl.0g4:^'7n^* 
K«#-T-«rHFSfi;*«lC«S»U T = V— A'l.Oml *r 

7-fT>f*-T-fe f>-*re«**PL. *£#HFl0ml£r8s 
ink orTflB^ra^L^c HFtWER**, 

50% MKJ:9 ttffiL, &#2J KT 5 K44 

4mg &&1Ho 

[0 0 3 0] l-Sffitfy^T^KTS KO«*i«*l 
#6hfca#J^fF75m, #WB#?-MrMC-Pa 
ckR-ODS-5 (4.6 X 250mm)4:ffiV>fci2teHPLC^ i 9 *<D 
fc6S£&3£L*:(lI2) 0 *gfiif££ LT0.01NHC1 i:CH 
sCNO»*WI*t«V\ 3Q5MB-C* *85:15 
d^55:45 (c^bS^:5iE»«fl[4gEfe^J: OSfflU 

210nm <Dmft&v&mz± 9 ^£r*To7t 0 ± 

# 7 J* YMC-Pack D-ODS-5 (20 X 250mm) 0.01N HC 
^ 6 [desamino-Leu 8 .Asn 10 ,Leu 11 ,D-3 



1 £CH 3 CN C3a*M:4r30»W^2:28 *>£>57:43 
^ KT ^ K53.3mgSr^^o 

[0031] 1-9 mmx y kt 5: ko«s«« 
c. r FABSfi#^&im-cu:,fcs# 

[00 3 2] 1-9-1 iS^HPLCt- i 6^ 

^ — V [desamino-Leu 8 »Asn 10 0-eu 11 ,D-Phe 
(F) 12 ]hPTHrP(8-34)NH2 tt22^t-*— £>«&V> fcT— * i: 

[00 3 3] 1-9-2 K»#»<07 ^ y S£##f 
WKsKy^^KT^ K«r®K^7^tt»»ftl%7x 
/ — ^^"6N HCl(0.3ml) ^#ST. Ife^^L. 110 
, C-e f 24^r«WD7K^L^o WML 80 < C?g»4 3 > «JE 

g®)T ^ J S?»*f«(Beckman%tJK. Model 7300) K«fc 

[*6] 

=0 12 3hPTHrP(8-34)NH2 OK^JDtK^^^) 



Asp(2)2.01 Thr(l)0.97 Scr(l)0.93 Glu(2)2.17 Ala(2)L99 
IIe(3)2.8 Leu(4)4.11 Phe(2)2.08 Lys(l)0.89 His(4)3.89 



(7) 



-3 16 19 5 



Arg(3)2.99 



( ) rtttSSfete 
1P*4MMM* : 1 %7 = S —A^G6N HQ, HOlC^h 
r 

[0 034] 1-9-3 FABK*#*f i 5tfe£ 
HI«#y^*-KTS KSrlOmgfMrU ^hy 
Lt^ytD- yu : 1 -^i/y-fen— yu(i:2,v/v) 4r 

^ 7 FABHE##f lw«fc t) SU^ Lfc [desamino-Leu 8 ,Asn 10 ,Leu 11 4>Phc(F) 12 JhPT 

HrP(8-34)NH2 <Dft*m 



2Ornl30;iTS*f4£ L^io r^KJpfSr. FAB «*##r«(J 
MX-SX 102 mass spectrometer, JEOL,K^C) SrJBl^T-t 

1^7] 



[desamino-Leu 8 ,Asn 10 JLeu 11 J)-Phe(F) 12 ]hPTHrP(8-34)NH2 tf»ffi 



[0 0 3 5] 1-9-4 TLCRTf&mitm 

feo TLC^ V — h ttDC-Alufolien Kieselgel 60/kiesel 
gurF245(P</l^*kRR.G.) S:«V\ ^fe^J^Ji^ o 



154 H40 N7 05 F 3329 3328 

#iy ht LX&mZtifz. tat, s^*- 

KT5 KS:lMAcOHir«^L, &S&0.1 

«ttfil5tScoay^liDIP-140 Digital Polarimete 
r (JASCO, MM) &m V ^ e 
1^8] 



^8 [desamino-Leu 8 .Asn 10 ,Leu 1 1 ,D-Phe(F) 12 ]hPTHrP(8-34)NH2 CO R i fat KM 



TLCCOR fl 

Rf 0.43(n-BuOH :fy^: : H 

[a] 20 o :-77.3° (c 0.1, 1M AcOH) 



20 = 20: 12:3: 10) 



[0 0 3 5] 2. ^n^tttrAV^^JOtOoKSftftl 
**SWk*»0 1 SB&T/D-^ >~ h —/V 2 0 SBSrffiftffi 

[0 0 3 6] 

HXTJfPTHr PttttfWBfcflTLT**!). PTH&tfP 
THr P(OBg^f5*;^!>AMSm WittfK* 



[0 0 3 7] 

[B2J H 2 tt*« W^tt^iSffiHPLC^ J: Sft* 
IB3] H3tt*»Hft-fr»oa!ffiHPLCfcJ:a«ai 



(8) 



»BB¥7-3 16 19 5 



mi) 



[B2] 




JftttS 



PTHfP(7-M)NH t iBlll» 

(diMmlno- Uu a ^«W^IM^I s ) 1 ')hPTHfP<^4>NH3 

Mm 



YMC-P«ck R-ODS-6(4.B x«Om) 
0.01N HCI/CH.CN 

<*5/15 -65/45, v/v.30iln> 
210np 
1. On I /Bin 



I* 

9 2 ft&jSftl TidMajnfno-L«u t .Asn f0 .L«u , V 

0-Ph.(F)« JhPTRrP(8-34)NHj©# BtHPLCH 



EB1 . LC-lM*- K-y>AO<l«|i*/Uv»>Aa«4Z»f* 
{deaenHno-L«u a ,A»n 10 .L»u 1 \D-Ph©<F) 12 J 
hPTHrP(B-34)NH2 0>»» 



im3) 



30(mln) 



51 : I.Onf/iln 
B 3 Hit U fct dtsamino- L»u e .in^iuu", * 

D-Ph«{F) » ]hPTH r P< 8-34 )NHt © 5* trHPLCB 



(5i)im.a. 6 wvik* Jrftmm&^ f i tt**s*«»r 

A 6 1 K 38/00 AEG 

A 6 1 K 37/02 AEG 



(9) #K3¥7-3 1 6 1 95 



*S5E&#I?mAi* 5-11 14-101 



